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DETAILED ACTION 

The amendments filed 12/4/06, 1/26/07, and 2/20/07 have been entered. Claims 2-13, 23, 
and 26-27 have been cancelled. Claims 28-31 have been newly added. Claims 14-18 and 20-22 
remain withdrawn as being drawn to a nonelected invention. Claims 1,19, 24-25, 28-29, and 30- 
3 1 are under consideration by the examiner. 

Applicant's arguments accompanying the 12/4/06, 1/26/07, and 2/20/07 responses have 
been fully considered but they are not persuasive. 

The rejection of claims 1-5, 12-13, 23, 24, and 25 under 35 U.S.C. 102(b) as being 
anticipated by Chittenden et al. (U.S. Patent No. 5,656,725) is withdrawn in view of the 
amendments to the claims. 

The rejection of claims 1-5, 12-13, and 23-25 under 35 U.S.C. 103(a) as being 
unpatentable over Zondlo et al. (J. Am. Chem. Soc, 121:6938-939, 1999) in view of Sattler et al. 
(Science, 275:983-986, 1997) is withdrawn in view of the amendments to the claims. 

Claim Objections 

Claims 30-31 are objected to because of the following informalities: These claims recite 
sequences without referring to the appropriate sequence identifiers. 

It is not obvious whether these sequences are present in the sequence listing. If they are 
not, the application is not in compliance with 37 CFR 1.821-1.825. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

Claims 1, 24-25, and 28-31 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
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was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

Claim 1 as amended is directed to an avian pancreatic polypeptide of SEQ ID NO: 6 
modified by substitution of at least one amino acid residue wherein the modified avian pancreatic 
polypeptide comprises an amino acid sequence selected from SEQ ID NOS: 23, 24, 25, 26, 27, 
28, or 29. 

While isolated polypeptides comprising the amino acid sequence of SEQ ID NOS: 23, 
24, 25, 26, 27, 28, or 29 are described and enabled, claim 1 as presently written is not limited to 
each of these polypeptides in the alternative. SEQ ID NO: 6 is a 36 amino acid sequence. Each 
of SEQ ID NOS: 23, 24, 26, 27, 28, and 29 is a 15 amino acid sequence. SEQ ID NO: 25 is a 14 
amino acid sequence. In view of the disclosure in the specification (particularly Figure 4), only 
three positions are considered to correspond to the base avian polypeptide. (See amino acid 
positions 1, 5, 8 of SEQ ID NO: 30 in Figure 4 corresponding to amino acid positions of 20, 23, 
27 of SEQ ID NO: 6. Each of these amino acids is retained in SEQ ID NOS: 23, 24, 25, 26, 27, 
28, and 29.) As such, a fair reading of the claim must mean that SEQ ID NOS: 23, 24, 25, 26, 
27, 28, or 29 may be present anywhere within SEQ ID NO: 6 and additionally permitting more 
substitutions in SEQ ID NO: 6 outside of this range. For example, claim 1 is considered to 
include SEQ ID NO: 6 where SEQ ID NO: 23 replaces amino acid positions 1-15 of SEQ ID 
NO: 6. Any or all of positions 16-36 of SEQ ID NO: 6 may also be substituted. Claim 1 is also 
considered to include SEQ ID NO: 6 where SEQ ID NO: 25 replaces amino acid positions 23- 
36 of SEQ ID NO: 6. Any or all of positions 1-22 may also be substituted. These polypeptides 
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and other polypeptides within the scope of claims are not contemplated by the specification as 
originally files. 

New claim 28 explicitly recites that portions of SEQ ID NO: 6 are replaced by SEQ ID 
NOS: 23, 24, 25, 26, 27, 28, or 29. There is no apparent basis in the specification for replacing 
any portion of SEQ ID NO: 6 with the recited SEQ ID NOS. for the reasons set forth above. 

Applicant points to Figure 6; page 8, lines 4-7, and SEQ ID NO: 25 for basis for new 
claim 30. This is not agreed with. The general model in Figure 6 does not speak to designing 
proteins for Be 12 binding. The claim is not limited to either of the sequences depicted below the 
figure. Neither Figure 6 nor page 8, lines 4-7, refer to retaining particular amino acids of SEQ 
ID NO: 25 as a preferred embodiment as argued by applicant in the response. The polypeptides 
embraced by claim 30 are not contemplated in general or in specific by the sections pointed to. 

Likewise, applicant's stated basis for claim 3 1 is not agreed with. Figure 4 does not 
discuss or contemplate inclusion of a hydrophobic core from Figure 6. The consensus sequence 
discussed by applicant on page 8 of the response filed 2/20/07 is not present in either of these 
figures. At best, SEQ ID NO: 30 (corresponding to the top line BakLIB) is disclosed and claim 
31 is not limited to this sequence. This claim is not limited to the sequence set forth on the 
bottom of page 8 of the 2/20/07 response. It is noted that amino acid position 36 of SEQ ID NO: 
6 corresponds to Tyr and not amino acid position 35. Amino acid position of SEQ ID NO: 6 is 
His. 
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Claims 1,19, 24-25, and 28-31 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for SEQ ID NOS: 23-29 does not reasonably provide 
enablement for avian pancreatic polypeptides with the stated substitutions and properties. The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with these claims. 

The disclosure makes clear that the miniature proteins must retain a particular structure in 
order for binding to the intended target to occur. This structure is achieved by retaining 
particular portions of SEQ ID NO: 6 and substituting specific amino acids at specific positions 
within amino acids 20-34 of SEQ ID NO: 6. The claims embrace modifying positions that result 
in miniature proteins that would not be expected to bind. Figure 4 shows how slight changes to 
the sequence greatly effects binding. The specification does not tell how to use miniature 
proteins that do not bind to the intended target. 

With respect to claim 19, SEQ ID NO: 23 is a 15 amino acid peptide. Removing three 
amino acids as a group or individually would appear to result in a non-functional miniature 
protein. (See part (b).) Even though the claim requires that the polypeptide binds to a Bcl-2 
protein, the specification does not provide guidance on which fragments would provide this 
result. Note that the at least twelve amino acids are not required to be contiguous and could 
embrace SEQ ID NO: 23 where amino acids 1, 8, and 1 1 are missing. These positions are 
disclosed as forming the needed alpha helix. Even with respect to the natural and conservative 
amino acid substitutions, substituting at most positions would be expected to make the peptide 
non-functional. 



Application/Control Number: 09/840,085 Page 6 

Art Unit: 1647 

The specification does not provide guidance as to those polypeptides encompassed by 
claims 30-31 that will bind to Bcl2 protein in addition to SEQ ID NOS: 23-29. Given the 
breadth of the claims, the structural constraints for binding Bcl2 disclosed by the specification, 
and the sequence similarity of SEQ ID NOS: 23-29, the claims are considered to embrace 
inoperative embodiments and/or lack guidance as to additional embodiments expected to bind. 
Note that the positions recited in the claims (e.g. 1 7, 20, 27, 30) are not clearly with respect to 
SEQ ID NO: 6 or any other sequence. Note that the 13 amino acid sequence recited in claims 30 
and 3 1 is not required to be located in any particular position within the polypeptide. That is, 
this sequence could occur at the C-terminal end of the peptide rather than the N-terminal end of 
the peptide. Any and all positions of SEQ ID NO: 6 are permitted to be modified by substitution. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 19 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The preamble of claim 1 9 is directed to a modified avian pancreatic polypeptide. SEQ ID 
NO: 23 is a 15 amino acid sequence where only three amino acids have been identified by the 
specification as corresponding to an avian pancreatic polypeptide (compare SEQ ID NO: 23 with 
amino acids 20-34 of SEQ ID NO: 6). Given the degree of substitution and the fact that SEQ ID 
NO: 23 bears little resemblance to any naturally occurring peptide from any tissue or species, the 
language "avian pancreatic polypeptide" is misleading or confusing. It is unclear if the intent is 
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to require unspecified structural features. That is, the specification does not make disclose when 
a polypeptide is considered an avian pancreatic polypeptide and when it can no longer be 
classified as such due to modification. It is suggested that the language "avian pancreatic" be 
removed from the claim. 

Parts (c) and (d) require at least 90% identity to SEQ ID NO: 23 with one or more 
substitutions. It is unclear what a "naturally occurring amino acid substitution" would be as SEQ 
ID NO: 23 is not a naturally occurring sequence. Some positions are attributed to Bak and some 
are attributed to aPP. It is a synthetic polypeptide. The claim is further confusing because 
having "at least 90%" of a fifteen amino acid peptide would permit one substitution but the claim 
recites "one or more." Part (d) requires at least 95% identity to SEQ ID NO: 23. This would 
permit 3 A (i.e. not even one) amino acid substitution. Clarification is requested. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is 571-272-0712. 
The examiner can normally be reached on Monday-Friday, 5:30 am - 2:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback can be reached on 571 -272-0961 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Primary Examiner 
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